(chromosomal analysis, array analysis, panel for macrocephaly) were negative. At 21 months she had three 48 febrile seizures. The first febrile seizure was at age 19 months (corrected 16,5 months), she had two more 49 febrile seizures subsequently before the age of 21 months. Durations of the febrile seizures were less than 10 50 minutes each, respectively and they were reported as independent events. This points towards simple febrile 51 seizures, however, there is no detailed description of the seizures and post-ictal symptoms to classify them in 52 more detail. At age 3 years, epilepsy was diagnosed. Seizures developed to comprise three times status 53 epilepticus, myoclonus, deviation of the eyes and unresponsiveness. She started walking at the age of 3 years. 54
Her neurodevelopmental phenotype was ascertained following published criteria (Zhang et al., 2005) . At the age 55 of 3 10/12 years she has global developmental delay / ID with autistic features and is treated for epilepsy with 56 oxcarbazepine and levetiracetam. She has no active speech and communicates non-verbally. She has 57 progressive macrocephaly with a head circumference of 55.5 cm (>P97, +3.86 SD). 58 59 Proband 2 (c.397T>C, p.(Ser133Pro), de novo) 60 Proband 2 has been followed over a long period of time. He was born to non-consanguinous parents aged 36 61 (mother) and 39 (father). He was born at 32 weeks weighing 2268 grams via uncomplicated vertex vaginal 62 delivery after his mother had premature rupture of membranes followed by preterm labor. He remained in the 63 NICU for 4 weeks due to feeding problems. He always had a very large head and at 13 months weight was 10.84 64 kg, length 76 cm, and head 52 cm (+4 SD) with delayed milestones (sat alone at 11 months, not crawling or 65 standing, no words, some babbling). Paternal OFC was 58.5 cm (+2 SD), maternal OFC was 55.5 cm (50 th -75 th 66 centile). He walked at approximately 18 months and remained unsteady on his feet with progressive 67 tightness/spasticity that resulted in toe-walking. His MRI scan at age 1 year showed no acute intracranial 68 abnormality, structurally normal-appearing brain, slight ventricular and sulcal prominence without evidence of 69 hydrocephaly. His metabolic PET at age 3 years was normal. He was walking at age 3 but unable to walk at age 70 12. He developed seizures at age 6 which resulted in motor regression, and EEG (under sedation) revealed high-71
amplitude paroxysmal discharges at the vertex. His MRI scan at age 6 years showed prominent Virchow-Robin 72 spaces, small cystic areas of myelomalacia in deep white matter of both cerebral hemispheres. His MRI scan at 73 age 12 years showed dysgenetic appearance of the lateral ventricles with squared off frontal horns, enlarged 74 lateral and third ventricles with borderline to enlarged fourth ventricle and with stretching of the corpus 75 callosum. MRI FLAIR images at age 14 years did not show any informative findings. however. He is able to walk with mild ataxia. The criteria for classifying his ID were: he attended a school for 103 individuals with pronounced learning disability. IQ was ascertained to be below 55. At age 10 years he spoke 104 first sentences. At age 12 years he could not dress up himself. At 12 years he showed macrocephaly and MRI 105 revealed a thick corpus callosum and non-specific white matter anomalies (see Table 1 .). MRI FLAIR images did not show different abnormalities. MRS showed strongly increased total NAA: N-acetyl aspartate (NAA) in white 107 matter (not in cortex). He had one typical febrile seizure at an uncertain age, CSF analysis was normal and an 108 EEG was not performed. 
